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The invention provides a method of synthesizing oligonucleotide 



N3 ' . f wdarw . P5 1 phosphor amidates using an amine-exchange reaction of 
phosphorarnidites in which a -deprotected 3 ' -amino group of a solid phase 
supported oligonucleotide chain is exhanged for the amino portion of a 
5 ' -phosphoramidite of an incoming monomer which has a protected 3 1 -amino 
group. The resulting internucleotide phosphoramidite linkage is then 
oxidized to form a stable protected phosphoramidate linkage. The method 
of the invention greatly improves product yields and reduces reagent 
usage over currently available methods for synthesizing the above class 
of compound. 
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provides charge tags for attachment to materials including solid 
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the net charge of the material. The present invention further provides 
methods for separating and characterizing molecules based on the charge 
differentials between modified and unmodified materials. 
L' invention porte sur de nouvelles phosphoramidi tes , comprenant des 
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a des materiaux dont des supports solides, et des acides nucleiques, 
lesdits marqueurs augmentant ou reduisant la charge nette des materiaux 
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ABEN Methods of preparing peptide linked oligomeric compounds are provided. 
The method is useful for preparing larger scale amounts of peptide 
linked oligomeric compounds. More particularly, the synthesis of peptide 
linked oligomeric compounds is performed without the problems of 
aggregation associated with electrostatic interactions. The present 
method describes using equimolar amounts of oligomeric compounds and 
peptide reagents providing for an increase in overall efficiency. 

ABFR La presente invention concerne des procedes permettant 1 1 elaboration de 
composes oligomeres a liaisons peptides . Ce procede convient 
particulierement pour 1 ' elaboration a grande echelle de composes 
oligomeres a liaisons peptides. L' invention concerne plus 
particulierement la synthese de composes oligomeres a liaisons peptides 
en s ' af f ranchissant des difficultes creees par 1 1 agregation associee aux 
interactions elect rostatiques . Le procede de 1' invention porte plus 
particulierement sur 1 ' utilisation de quantites equimolaires de composes 
oligomeres et de reactifs peptides permettant une augmentation du 
rendement global. 
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ABEN The present invention discloses methods for synthesizing oligomeric 
compounds. The methods include a modified phosphoramidite protocol 
wherein the oxidation and capping steps are combined into a single step. 
The methods result in increased efficiency and are especially amenable 
to the large scale synthesis of oligomeric compounds. 

ABFR L' invention concerne des procedes de synthese de composants 

oligomeriques . Les procedes decrits comprennent un protocole de 
phosphoramidite modifie dans lequel l'oxydation et les phases de 
coiffage sont combinees en une seule operation. Ces procedes permettent 
d'obtenir une plus grande efficacite et peuvent etre appliques, en 
particulier, a une synthese de composants oligomeriques a grande 



echelle . 
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JP AT BE CH DE DK ES FI FR GB GR IE IT LU MC NL PT SE 
WO 1997-US7118 A 19970429 

US 1996-8/641,920 19960430 
The present invention provides a method for sulfurizing a 
phosphorus-containing compound, such 

as a trivalent phosphorus compound, using a disul fide-containing 
five-membered heterocycle. 

La presente invention se rapporte a un procede de sulfuration d 1 un 
compose renfermant du 

phosphore tel qu ' un compose phosphoreux trivalent au moyen d ' un 
heterocycle a cinq elements 
contenant du disulphure. 
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ABEN 
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SOLID PHASE SYNTHESIS OF OLIGONUCLEOTIDE N3 ' } P5 ' 
PHOSPHORAMIDATES 

SYNTHESE EN PHASE SOLIDE DE PHOSPHORAMIDATES N3 ' } P5 ' 
OLIGONUCLEOTIDIQUES 

HIRSCHBEIN, Bernard, L . ; FEARON, Karen, L.; GRYAZNOV, 

Sergei, M. ; McCURDY, Sarah, N . ; NELSON, Jeffrey, S.; 

SCHULTZ, Ronald, G. 
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English 

Patent 



KIND 



DATE 



WO 9731009 Al 19970828 

AU CA CN CZ EE FI HU JP KR LT LV NO NZ PL RU SG AT BE 

CH DE DK ES FI FR GB GR IE IT LU MC NL PT SE 
WO 1996-US10418 A 19960614 

US 1996-8/603,506 19960221 

a method of synthesizing oligonucleotide N3 1 } P5 ' 

ion of phosphoramidi tes in which a deprotected 
id 

cleotide chain is exchanged for the amino portion 
of 

ch has a protected 3 1 -amino group. The resulting 

is then oxidized to form a stable protected 
. The 

greatly improves product yields and reduces 
ently 



available methods for synthesizing the above class of compound. 
ABFR L' invention concerne un procede de synthese de phosphoramidates N3'}P5' 
oligonucleotidiques par 

une reaction a echange d' amines de phosphoramidites au cours de laquelle 
un groupe 3' -amino 

deprotege d'une chaine oligonucleotidique supportee en phase solide est 
echange contre la portion 

amino d ' un 5 ' -phosphoramidi te d 1 un monomere entrant qui possede un 
groupe 3' -amino protege. La 

liaison phosphoramidite internucleotidique resultante est ensuite oxydee 
pour former une liaison 

phosphoramidate stable et protegee. Le procede de 1' invention permet 
d'ameliorer considerablement 

les rendements de production et reduit 1 1 utilisation de reactifs en 
comparaison aux procedes actuels 

pour effectuer la synthese de la classe de compose indiquee ci-dessus. 
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ARNOLD, Lyle, John, Jr.; HOGREFE, Richard, Isais; 
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US 1993-8/154,014 19931116 
Oligomers having chirally pure phosphonate internucleosidyl linkages 
mixed with non-phosphona te 

internucleosidyl linkages which hybridize to RNA target sequences and 
methods for their preparation 
are provided. 

Oligomeres ayant des liaisons internucleosidyle phosphonate chiralement 
pures melangees avec 

des liaisons internucleosidyle non phosphonate qui s'hybrident a des 
sequences cibles d'ARN et 

procedes de preparation desdits oligomeres . 
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ABEN Chimeric oligonucleoside compounds and methods of preparing and 
formulating the same are 

disclosed. The compounds and compositions are useful in activating 
RNaseH-mediated cleavage of 

target ribonucleic acid sequences and in treating disease conditions 
relating to such sequences. 
ABFR Composes oligonucleosidiques chimeriques et leurs procedes de 
preparation et de formulation. 

Ces composes et compositions sont utilisables dans 1' activation du 
clivage a mediation par RNaseH 

des sequences cibles d'acide ribonucleique , et dans le traitement des 
etats pathologiques associes a 
ces sequences . 
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Oligomers having phosphonate internucleosidyl linkages mixed with 
non-phosphonate 

internucleosidyl linkages which hybridize to RNA target sequences and 
methods for their preparation 
are provided. 
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